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DETAILED ACTION 

Request for Continued Examination 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
01/27/2010 has been entered. 

Status of Application/Amendment/Claims 

Applicant's response 01/27/2010 has been considered. Rejections and/or 
objections not reiterated from the previous office action mailed 1 1/05/2009 are hereby 
withdrawn. The following rejections and/or objections are either newly applied or are 
reiterated and are the only rejections and/or objections presently applied to the instant 
application. The text of those sections of Title 35, U.S. Code not included in this action 
can be found in a prior Office action. 

With entry of the amendment filed on 01/27/2010, claims 1,4-6, 10, 13 and 14 
are pending in the application. 

Response to Applicant's Arguments 
Claim Rejections - 35 USC §112- withdrawn 

The rejection of claims 1,4-6, 10, 13 and 14 under 35 U.S.C. 112, first 
paragraph, as failing to comply with the written description requirement is withdrawn as 
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a review of the instant specification provides support for the term "reversibly modified" 
on page 5 line 21. 



The rejection of claims 1, 4-6, 10, 13 and 14 under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention is withdrawn due to claim 
amendments. 



Claim Rejections - 35 USC § 102 - maintained 

The rejection of claims 1, 5, 6, 10 and 13-14 under 35 U.S.C. 102(e) as being 
anticipated by Fosnaugh et al. (US 2003/0143732 of record PTO Form 892 mailed 
12/31/2007) as evidenced by Thierry et al. (US 6,110,490) is maintained for the reasons 
of record. 

Applicant's arguments filed 01/27/2010 have been fully considered but they are 
not persuasive. Applicant argues Fosnaugh et al. do not provide any motivation or 
desire for the specific combination of a lipid-siRNA with a cationic lipid and cites case 
law that involve decisions over whether there is a prima facie case of obviousness. 
Fosnaugh et al. is used in a 102 rejection and therefore does not need to provide any 
motivation or desire for a specific combination of lipid-siRNA. Fosnaugh et al. only need 
to teach the claimed limitations. Applicant argues Fosnaugh et al. do not teach the RNA 
conjugated to a lipid via a labile bond cleavable under mammalian conditions. As stated 
previously, Fosnaugh et al. teach the siRNA can be modified at the 2' hydroxyl position 
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and teach the functional groups are attached to the siRNA via biodegradable linkers 
wherein the linkers are degradable in biological systems i.e. mammalian cells which 
would meet the limitations of cleavable under mammalian conditions. 

Applicants next argue Thierry et al do not teach the association of the nucleic 
acid with a liposome is enhanced by a hydrophobic interaction between the two. This 
new claim limitation reciting "wherein association of the RNA to the transfection reagent 
is enhanced via hydrophobic interactions between the hydrophobic group linked to the 
RNA. . ." has been discussed in the previous Office action filed 1 2/1 0/2008 wherein the 
subsequent claim amendments filed 03/09/2009 removed this limitation. In the previous 
Office action the limitation of enhancing the interaction of the siRNA to the transfection 
reagent was interpreted very broadly because the instant specification does not define 
what "enhances the interaction" of a siRNA with a transfection reagent. Page 3, lines 
26-32 which states: 

"In a preferred embodiment, we describe methods to alter the interaction of an siRNA with a 
cell or transfection agent comprising: reacting the siRNA with a modifying agent wherein the 
modifying agent contains a hydrophobic group. The transfection agent can comprise 
polymers, lipids, detergents, or surfactants, or a combination of polymers, lipids, detergents, 
or surfactants. Hydrophobic modification of the siRNA allows hydrophobic interaction of the 
siRNA with the transfection agent." 

The instant specification does not describe which hydrophobic groups enhance 
the interaction of the siRNA with a transfection agent and does not describe what 
encompasses the tern "enhances". The term enhances is interpreted to mean any 
interaction of a siRNA molecule comprising a hydrophobic group with a transfection 
agent such that the siRNA is capable of entering a cell. Based on the description of a 
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hydrophobic modification of an siRNAfrom the specification and interpretation of the 
claim limitations, a siRNA which consists of any hydrophobic modification would allow 
interaction of the siRNA with the transfection agent and therefore would alter i.e. 
enhance the interaction of a siRNA with a transfection agent. 

Thus because Fosnaugh et al. teach conjugates comprising siRNA and 
functional groups that are complexed with liposomes and because Thierry et al. teach 
liposomal complexes comprising oligonucleotides are formed by hydrophobic 
interactions, Fosnaugh et al. anticipates the instant claims and the rejection is 
maintained. 

The rejection of claims 1, 5, 6, 10 and 13-14 are rejected under 35 U.S.C. 102(e) 
as being anticipated by Lewis et al. (US 2003/0143204 of record PTO Form 892 mailed 
12/31/2007) and further evidenced by Thierry et al. (US 6,1 10,490) is maintained for the 
reasons of record. 

Applicant clarifies a previous argument and states that Lewis et al. do not teach 
that a functional group can be attached to an RNA via a labile bond and further 
maintains that Lewis et al. do not teach that the functional group can be a hydrophobic 
group. 

As stated in the previous action, Lewis et al. teach the RNA compounds are 
attached to one or more functional groups wherein such functional groups are cell 
targeting compounds, carbohydrates and lipids which are hydrophobic. Lewis et al. 
beginning at paragraph 0120, Lewis et al. discuss the use of labile bonds for attachment 
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of polymers and lipids and teach said functional groups are attached via said labile 
bonds that can be selectively broken and dissociated to provide an active inhibitor in the 
cell. 

Thus Lewis et al. anticipates the instant claims and the rejection is maintained. 

Claim Rejections - 35 USC § 103 - maintained 

The rejection of claims 1 , 4-6, 10, 13 and 14 under 35 U.S.C. 103(a) as being 
obvious over Fosnaugh et al. (US 2003/0143732 of record PTO Form 892 mailed 
12/31/2007), Manoharan, M. (Biochimica et Biophysica Acta 1489, 1999: 117-130 of 
record PTO Form 892 mailed 12/31/2007) and further evidenced by Thierry et al. (US 
6,110,490) is maintained for the reasons of record. 

Applicant states that the amendments and arguments made above in the 
response to the 102 rejection are sufficient to overcome the 103 rejections. Response 
to Applicant's arguments are addressed above and do not overcome the 102 rejections 
of record and therefore do not overcome the 103 rejection. 

Thus, the rejection of record is maintained. 

The rejection of claims 1, 4-6, 10, 13 and 14 under 35 U.S.C. 103(a) as being 
obvious over Lewis et al. (US 2003/0143204 of record PTO Form 892 mailed 
12/31/2007), Manoharan, M. (Biochimica et Biophysica Acta 1489, 1999: 117-130 of 
record PTO Form 892 mailed 12/31/2007) and further evidenced by Thierry et al. (US 
6,1 10,490) is maintained for the reasons of record. 
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Applicant states that the amendments and arguments made above in the 
response to the 102 rejection are sufficient to overcome the 103 rejections. Response 
to Applicant's arguments are addressed above and do not overcome the 102 rejections 
of record and therefore do not overcome the 103 rejection. 

Thus, the rejection of record is maintained. 



Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kimberly Chong whose telephone number is 571-272- 
31 1 1 . The examiner can normally be reached Monday thru Friday between 7-4 pm. 

If attempts to reach the examiner by telephone are unsuccessful please contact 
Tracy Vivlemore at 571-272-2914. The fax phone number for the organization where 
this application or proceeding is assigned is 571-273-8300. 

Patent applicants with problems or questions regarding electronic images that 
can be viewed in the Patent Application Information Retrieval system (PAIR) can now 
contact the USPTO's Patent Electronic Business Center (Patent EBC) for assistance. 
Representatives are available to answer your questions daily from 6 am to midnight 
(EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image 
problem with, the number of pages and the specific nature of the problem. The Patent 
Electronic Business Center will notify applicants of the resolution of the problem within 
5-7 business days. Applicants can also check PAIR to confirm that the problem has 
been corrected. The USPTO's Patent Electronic Business Center is a complete service 
center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It 
also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. For more 
information about the PAIR system, see http://pair-direct.uspto.gov. 

For all other customer support, please call the USPTO Call Center (UCC) at 800- 
786-9199. 
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Primary Examiner 
Art Unit 1635 



